s> 8 11 888 full 

FULL SEARCH INITIATED 09:25:07 FILE • REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 434 TO ITERATE 

100.0% PROCESSED 434 ITERATIONS 62 ANSWERS 

SEARCH TIME: 00.00.01 



L3 ' 62 SEA SSS FUL LI 

=> £ile caplus 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 185.15 185.36 

FILE 'CAPLUS' ENTERED AT 09:25:21 ON 29 MAY 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for i^ecords published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of. CAS, is 
strictly prohibited. . 

FILE COVERS 1907 - 29 May 2007 VOL 146 ISS 23 
FILE LAST UPDATED: 28 May 2007 (20070528/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

ht tp : / /www . cas - org/ inf opolicy . html 

=> 8 13 * 

L4 93 L3 

o> 8 14 and diabetes 

125334 DIABETES 
L5 73 L4 AND DIABETES 

=> s 15 and obesity and high blood pressure 
42852 OBESITY 
4050662 HIGH 
1307090 BLOOD 
1247826 PRESSURE 

2402 HIGH BLOOD PRESSURE 

(HIGH (W) BLOOD (W) PRESSURE) 
L6 4 LS AND OBESITY AND HIGH BLOOD PRESSURE 



a> d 16 ibib abs hitstr 1-4 



i 



he ANSWER 1 OP 4 CAPLUS COPYRIGHT 2007 ACS bn STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2006:298857 CAPLUS 
144:338150 
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AB The present invention relates to a novel amorphous form of the 

dihydrogenphosphate salt of {2R) -4-oxo-4- [3- (trif luoromethyl) -5, 6- 
dihydro [1,2,41 triazolo [4 , 3 -a] pyrazin-? (8H) -yl] -1- (2 , 4 , 5- 
trifluorophenyl)butan-2 -amine as well as a process for its preparation, 
pharmaceutical compns. ' containing this novel form, and methods of use of the 
novel form and pharmaceutical compns. for the treatment of 
diabetes, obesity, and high blood 
pressure. 

IT 654671-78-OP 

RL: PAC (Pharmacological activity); PNU (Preparation, unclassified); PRP 
(Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation) ; USES (Uses) 

(amorphous form of a phosphoric acid salt of a dipeptidyl peptidase-IV 
inhibitor) 
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a]pyrazin-7 (8H) -yll -4- (2,4,5-trifluorophenyl) {3R)-, phosphate (1:1) 
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AB The present invention relates to a novel crystalline anhydrate polymorph of the 
dihydrogen phosphate salt of (2R) -4-oxo-4- [3- (trif luoromethyl) -5, 6- 
dihydro (1 , 2,4] triazolo [4 , 3-a] pyrazin-7 {8H) -yl] -1- (2 , 4 , 5- 
trif luorophenyl)butan-2-amine as well as a process for their preparation, 
pharmaceutical compns. containing this form, and methods of use of the form 
for the treatment of diabetes, obesity, and 
high blood pressure. 
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Absolute stereochemistry. 
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CASREACT 142:303604 




AB The present invention relates to crystalline anhydrate polymorphs of 
(2R) -4-OXO-4- [3- (trifluoromethyl) -5, 6-dihydro [1/ 2 , 4] triazolo [4 , 3 - 
a]pyrazin-7 (8H) -yl] -1- (2 , 4 , 5-trif luorophenyl) butan-2 -amine 
dihydrogen phosphate salt (I) as well as a process for their preparation. 



pharmaceutical compns. containing these novel forms, and methods of use of the 
novel forms and pharmaceutical compns. for the treatment of 
diabetes, obesity, and high blood 
pressure. 
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RL: PRP (Properties); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(crystal forms of a trizolopyrazine dihydrogen phosphate salt 
dipeptidyl peptidase IV inhibitor) 
RN 486460-32-6 CAPLUS 

CN 1-Butanone, 3 -amino- 1- [5, 6-dihydro-3- (trif luoromethyl) -1, 2, 4-triazolo [4,3- 
a]pyra2in-7 (8H) -yl] -4- (2,4,5-trifluorophenyl) -, (3R) - (CA INDEX NAME) 

Absolute stereochemistry. 
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trifluorophenyl) butyl] -5, 6,7, 8-tetrahydro-3- ( trif luoromethyl) phosphate, 
compd. with 2-propanone (1:1:?) (9CI) (CA INDEX NAME) 
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CN 1,2 , 4-Tria2olo [4 , 3-a] pyrazine, 7- [ (3R) -3-amino-l-oxo-4- (2 ,4,5- 

trifluorophenyl) butyl] -5, 6, 7, 8-tetrahydro-3- <trif luoromethyl) phosphate, 
compd. with acetonitrile (1:1:?) (9CI) (CA INDEX NAME) 
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trifluorophenyl) butyl] -5, 6, 7, 8-tetrahydro-3- (trif luoromethyl) - , phosphate, 
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trifluorophenyl) butyl] -5 , 6, 7 , 8-tetrahydro-3- (trif luoromethyl) phosphate, 
compd. with ethanol (1:1:?) (9CI) (CA INDEX NAME) 
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CN l,2,4-Tria2olo[4,3-a)pyrazine, 7- [ (3R) -3-amino-l-oxo-4- (2,4,5- 

trifluorophenyl) butyl] -5, 6, 7, 8-tetrahycirp-3- (trifluoromethyl) phosphate, 
compd. with 1-propanol (1:1:?) (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 
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CN l,2,4-Triazolo[4, 3-a]pyrazine, 7- [ (3R) -3-amino-l-oxo-4- (2,4,5- 

trifluorophenyl) butyl] -5 , 6 , 7 , 8 -tetrahydro-3 - (trif luoromethyl) phosphate, 
compd. with 2-propanol (1:1:?) (9CI) (CA INDEX NAME) 
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AB The invention is related to the preparation of dihydrogenphosphate salt of 
4-OXO-4- [3- (trifluoromethyl) -5, 6-dihydro [1,2,4] tria2olo[4, 3-a]pyrazin- 
7 (8H) -yl) -1- (2, 4, 5- trifluorophenyl)butan-2 -amine (I»H3P04) which is a 
potent inhibitor of dipeptidyl peptidase-IV and therefore useful for the 
prevention and/or treatment of type 2 diabetes. The invention 
also relates to the preparation of hydrates, in particular a crystalline 

monohydrate 

of the dihydrogenphosphate salt I, its pharmaceutical compns., and methods 
of use for the treatment of diabetes, obesity, and 
high blood pressure. Thus, treating 

II^HCl (preparation given) with III (preparation given) , followed by reaction 

with NH40AC in MeOH, and hydrogenation gave amine (R)-I. Reaction of 

amine (R)-I with 85% aqueous H3P04 and recrystn. from isopropanol/water gave 

(R) -I»H3P04«H20. 

654671-77-9P, (2R) -4-0x0-4- (3 - (trifluoromethyl) -5, 6-dihydro- 
[1,2,4] triazolo [4 , 3-a] pyrazin-7 (8H) -yl] -1- (2, 4, 5-trif luorophenyl)butan-2- 
amine dihydrogen phosphate monohydrate 

RL: PAC (Pharmacological activity); PRP (Properties); SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; USES (Uses) 

(DPPiv inhibitor; preparation of triazolopyrazine beta amino amide 
dihydrogenphosphates and their monohydrates as peptidase-iv inhibitor) 
654671-77-9 CAPLUS 

1-Butanone, 3-amino-l- [5, 6-dihydro-3- (trifluoromethyl) -1,2, 4-triazolo(4, 3- 
a] pyrazin-7 (8H) -yl] -4- (2,4, 5-trifluorophenyl) (3R)-, phosphate, hydrate 
(1:1:1) (CA INDEX NAME) 



IT 



RN 
CN 



CM 



CRN 486460-32-6 
CMF 016 H15 F6 N5 O 



Absolute Stereochemistry. 




CF3 



CM 2 

CRN 7664-38-2 
CMF H3 04 P 



II 

HO- P- OH 

I 

OH 

IT 486460-32-6P, (2R) -4-0x0-4- [3- (trif luoromethyl) -5 , 6-dihydro- 

[1,2,4] triazolo [4, 3-a]pyrazin-7 (8H) -yl] -1- (2,4, 5-trif luorophenyDbutan-S- 
amlne 

RL: RCT (Reactant) / SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of triazolopyrazine beta amino amide 
dihydrogenphosphates and their monohydrates as peptidase-iv inhibitor) 
RN 486460-32-6 CAPLUS 

CN 1-Butanone, 3-amino-l- [5, 6-dihydro-3- (trif luoromethyl) -1 , 2 , 4 -triazolo [4,3 
a]pyrazin-7(8H) -yl] -4- (2,4,5-trifluorophenyl) (3R) - (CA INDEX NAME) 

Absolute stereochemistry. 
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IT 654671-78-OP 823817-57-8P 823817-58-9P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of triazolopyrazine beta amino amide dihydrogenphosphates and 
their monohydrates as peptidase-iv inhibitor) 
RN 654671-78-0 CAPLUS 

CN 1-Butanone, 3-amino-l- [5, 6 -dihydro- 3- (trif luoromethyl) -1, 2 , 4-triazolo [4 , 3- 
a]pyrazin-7(8H) -yl] -4- (2,4,5-trifluorophenyl) (3R)-, phosphate (1:1) 



(CA INDEX NAME) 
CM 1 

CRN 486460-32-6 

CMF C16 H15 F6 N5 0 

Absolute stereochemistry. 




CM 2 

CRN 7664-38-2 
CMF H3 04 P 
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RN 823817-57-8 CAPLUS 

CN l,2,4-Triazolot4,3-a]pyrazine, 7- [3-amino-l-oxo-4- (2,4,5- 

triflUorophenyl) butyl] -5 , 6, 7, 8-tetrahydro-3- (trif luoromethyl) - , phosphate 
(1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 823817-56-7 
CMF C16 H15 F6 N5 O 




NH2 



CH2-CH-CH2-C 
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CM 



CRN 7664-38-2 
CMF H3 04 P 
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II • 

HO- OH 
OH 



RN 823817-58-9 CAPLUS 

CN l,2,4-Triazolo(4, 3-a]pyrazine, 7- [(3S) -3-amino-l-oxo-4- {2,4,5- 

tr if luorophenyl) butyl] -5, 6, 7, 8-tetrahydro-3- (trif luoromethyl) phosphate 

(1:1) (9CI) (CA INDEX NAME) 
CM 1 

« 

CRN 823817-55-6 
CMF C16 H15 F6 N5 0 

Absolute stereochemistry. 




CM 



CRN 7664-38-2 
CMF H3 04 P 



HO- P- OH 



OH 



IT 823817-56-7 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of triazolopyrazine beta amino amide dihydrogenphosphates and 
their monohydrates as peptidase-iv inhibitor) 
RN 823817-56-7 CAPLUS 

CN l,2,4-Triazolo[4,3-alpyrazine, 7- [3-amino-l-oxo-4- (2,4,5- 

trif luorophenyl ) butyl ] - 5 , 6 , 7 , 8 - tetrahydro- 3 - ( trif luoromethyl ) - ( 9CI ) (CA 
INDEX NAME) 




NH2 



CH2-CH-CH2-C 




CF3 



IT 823817-55-6P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of triazolopyrazine beta amino amide dihydrogenphosphates and 
their monohydrates as peptidase- iv inhibitor) 
RN 823817-55-6 CAPLUS 

CN 1, 2 ,4-Tria2olo[4, 3-a]pyra2ine, 7- ( (3S) -3-amino-l-oxo-4- (2,4,5- 

trifluorophenyl) butyl] -5, 6, 7, 8-tetrahydro-3- (trif luoromethyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




NH2 0 
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